, as ,B globin in this series. Therefore, several other cut-off values were tested. They were arbitrarily defined rather than, as in the previous approach, based on the distribution of a reference probe. In this setting, the relation with the histological grade was just significant only with a cutpoint of 2.0 and then disappeared, whereas statistically significant associations with the ER and the PR content were detected only for cutpoints between 3.5 and 4.5 (Figure 1) . Furthermore, the 'best' observed P value varied: 0.046 for the histological grade at 2.0, 0.02 for ER at 4.0 and 4.5 and 0.03 for PR at 3.5 and 4.5. Multiplying by the number of cut-off values tested corrects the P value for the multiple testing. In this case, the required P value to reach significance is between 0.01 and 0.008 depending on the correction used (Hilsenbeck et al., 1992) . None of the associations previously described met these requirements. However, as the intent of (119) (55) (33) (29) (23) (20) (18) (15) (11) Cut-off value Figure 1 Variation of the statistical value of the observed correlation between the HER-2/neu amplification and prognostic factors according to the selected cut-off value in 199 breast tumours. SBR histological grade (-* ), estrogen (-O) and progesterone ( * ) receptor contents; the arrow indicates the P = 0.05 limit for the statistical significance; the number of amplified HER-2/neu tumours according to the cut-off value is indicated in brackets.
this study was to try to understand the discrepancies in the associations reported on in the literature, the uncorrected P values could be used considering that each test was performed by a separate investigator and was therefore unique. This simulation has highlighted how the lack of standardisation of molecular biology techniques might contribute to some of the discrepancies reported in the relevant literature (Allred et al., 1991) 
